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Somatic variants which are catalogued in the 1000 Genomes, ESP genome database (https://esp.gs.washington.edu/) with an allele frequency >0.01 were removed from further analysis. A mutation that was identified as a somatic mutation in a patient was removed if it was also identified as a germline mutation in more than one of the 50 patients included in this study.
Somatic mutations thus identified were annotated with respect to gene structure, UCSC database information, COSMIC database, effect of mutation on the protein product using Oncotator module (http://www.broadinstitute.org/ cancer/cga/oncotator). Variants present in regions outside of the exons and UTRs were removed. All indels and recurrent substitutions were manually visualized and verified in IGV 70 v2.1.25.
Data Generated Using GS-FLX
For data generated using GS-FLX Genome Sequencers, sequence reads in FASTQ format were obtained from SFF files by sffinfo (GS-FLX) and a Linux script developed by us. The sequence data generated per run were evaluated by the same method described in the previous section. The FASTQ files were mapped to human reference sequence hg19 (GRCh37) by SSAHA2 v2.5.5 .
PICARD v1.60 (http://picard.sourceforge.net) was used to remove PCR duplicates and combine SAM files from multiple runs. Pileup files were generated by SAMtools 70 . The pileup files of tumor and blood DNA from each patient were used to identify putative variant sites using the 
Verification of Somatic Mutations using Custom Ampliseq and Ion Torrent Platform
All somatic mutations -109 mutations -belonging to genes which were found to be recurrently mutated (in at least 10% of the tumor samples), discovered using HiSeq-2000 and its analysis pipeline, Custom AmpliSeq Panel was used for amplification of these mutations and the products were sequenced using Ion Torrent PGM. These mutations could not be verified using GS-FLX, since these were located outside of the regions captured by the Roche-NimbleGen Exome Capture Probe Library. Highly multiplexed PCR assays were designed from about 100 bp of genomic sequences spanning each of these variants using the Ion Ampliseq Designer (Life Variant calling was performed with software tools developed in-house. Out of these 109 mutations, 107 (98%) could be verified from the sequence data obtained.
Sanger Sequencing of TP53:
Sanger sequencing of TP53 was carried out for both blood and tumor DNA of each patient.
Primers were synthesized to amplify exons 1-11 of TP53 as described by Liu and Bodmer 
Cross-Identification of Variants between the Two Platforms and Verification

